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DETAILED ACTION 

Status of the claims: Claims 1-13, 21-32 are currently pending. 

Priority: This application is a 371 of PCT/EP03/01594, filed 02/18/2003, which claims 

benefit of US Provisional Application No. 60/357,918, filed 02/19/2002. 

RCE: A request for continued examination under 37 CFR 1.114, including the fee set 

forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 

application is eligible for continued examination under 37 CFR 1.114, and the fee set 

forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 

has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 

1 1/26/08 has been entered. 

RESPONSE TO APPLICANT ARGUMENTS 

1 . Claims 13, 21 , and 27 were rejected under 35 USC 1 12 1 st paragraph as failing 
to comply with the written description requirement. Based on applicant's arguments, the 
original claims as filed, and the content of exhibit A filed on 1 1/26/2008, this rejection 
is withdrawn. 

NEW CLAIM REJECTIONS 

Claim Rejections - 35 USC §112 

2. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

3. Claims 13, 21, and 27 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject matter 



Application/Control Number: 10/505,200 
Art Unit: 1626 



Page 3 



which was not described in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and/or use 
the invention. 

The factors to be considered in determining whether a disclosure meets the 
enablement requirements of 35 U.S.C. 112, first paragraph, have been described in 
In re Wands, 858 F.2d 731 , 8 USPQ2d 1400 (Fed. Cir., 1988). The court in Wands 
states, "Enablement is not precluded by the necessity for some experimentation, 
such as routine screening. However, experimentation needed to practice the 
invention must not be undue experimentation. The key word is 'undue', not 
'experimentation'" (Wands, 8 USPQ2sd 1404). Clearly, enablement of a claimed 
invention cannot be predicated on the basis of quantity of experimentation required 
to make or use the invention. "Whether undue experimentation is needed is not a 
single, simple factual determination, but rather is a conclusion reached by weighing 
many factual considerations" (Wands, 8 USPQ2d 1404). Among these factors are: 
(1 ) the nature of the invention; (2) the breadth of the claims; (3) the state of the prior 
art; (4) the predictability or unpredictability of the art; (5) the relative skill of those in 
the art; (6) the amount of direction or guidance presented; (7) the presence or 
absence of working examples; and (8) the quantity of experimentation necessary. 

While all of these factors are considered, a sufficient amount for a prima facie 
case is discussed below. 

(1) The nature of the invention and (2) the breadth of the claims: 

The claim scope of R2 vastly exceeds the disclosure and the abilities of one of 
ordinary skill in the art to synthesize organic compounds without undue 
experimentation. For example the specification does not enable a genus of compounds 
have R2 as a 12 membered monocyclic ring with 3 nitrogens substituted with 12 R3 
groups selected from NR'S02NR'R" where R' is oxadiazole, R" is triazole, etc. 
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i i ii i 1 5 to 12 membered mono- orbi-cyclic ring having 

from 0 1 i ■ i i i i i iii 

-(CH 2 )q-R3 grouj ,1' isa 1 1 up of formula 




W is a 3 to 7 membered ring having one N heteroatom directly linked to Q and from 0 to 2 
additional lieieroatorns selected from the group consisting ofS, SO. S0 2 , O, N and NR': with the 
proviso that when I. is II. R? is not present- 

Q is a divalent group selected from CO SO tn< " H 2 )„, wherein n is 0, 1, or2; 
q is, each independently, 0 or an integer from 1 to 3; 

R 3 is selected, each independently, from the group consisting of alky, halogen, CF 3 , OCF 3 , N0 2 , 
CN, C(-NR')NR'R", OR', SR\ OCOR', OCONR'R", COCF 3 , COR', CO2R, CONR'R", S0 2 R', 
S0 2 NR'R", NR'R", NR'COR', NR'COOR', NR'CONR'R", NR'S0 2 R', NR'SOjNR'R"; 
R' and R" are selected, each independently, from the group consisting of hydrogen, hydroxy, 
alkyl, hydroxyalkyl alkenyi, alkynyl, aryl, arylalkyl, heterocyclyl or heterocyclyi-allcyl; 

(3) The state of the prior art and (4) the predictability or unpredictability of the art: 
The state of the prior art is exemplified by March's as referred to in the prior office 
action. As indicated by March, for example, the hydrazine reaction can lead to 
unpredictable side reactions and unwanted products depending on the particular 
stereochemistry, reaction conditions, etc. 
(5) The relative skill of those in the art: 

Although the level of skill in the art of synthetic chemistry is very high, there is a 
large amount of unpredictability in the nature of chemical reactions such that functional 
groups can interfere with the general synthetic schemes provided. Furthermore, the 
synthesis of particular positional substitutions can in some cases be very difficult and 
perhaps impossible with generic synthetic methods. 
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(6) The amount of direction or guidance presented and (7) the presence or absence of working 
examples: 

The specification has provided guidance for a limited number of generic synthetic 
routes. 

However, the specification does not provide sufficient number of species or blazemarks 

with respect to the variable R2. 

(8) The quantity of experimentation necessary: 

Considering the state of the art as discussed by the references above, 
particularly with regards to R2 and the high unpredictability in the art as evidenced 
therein, and the lack of guidance provided in the specification, one of ordinary skill in the 
art would be burdened with undue experimentation to practice the invention 
commensurate in the scope of the claims. 

The minimal guidance and evidence in the disclosure of the specification 
regarding the genus, subgenus, working examples, assays, along with the fact that the 
breadth of the instant claim covers an extremely broad genus comprising an immense 
number of species would be unpredictable and lead a skilled artisan to perform undue 
experimentation to practice the full scope of the claimed subject matter. 

Without a more detailed description of the means of arriving at the extremely 
diverse compounds encompassed by the genus, one of ordinary skill in the art would 
not recognize that a high percentage of species which fall within the genus, in fact, are 
capable of being synthesized, not to mention have any asserted utility. 
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Applicant argues that the variable R2 has sufficient 112 support because the 
scheme on page 17 of the specification teaches a generic method of making the 
claimed products with commercially available isothiocyanates. To support this 
assertion, applicant provided a list of allegedly commercially available isothiocyanates. 
However, the cited generic scheme III would pose numerous problems in utilizing the 
cited compounds because of the subsequent steps. For example, March (March's 
Advanced Organic Chemistry, 5 th ed. (2001)) on pages 1 192-93 teaches that hydrazine 
can react with ketones and aldehydes to produce unwanted products other than the ring 
formation desired. Simalarly, the aminolysis step would also cause unwanted side 
reactions depending on the R2-NCS used. In addition, the scope of the compounds 
listed in exhibit A are primarily directed to substituted phenyl compounds and do not 
include the diversity of structures contemplated by the claims. For example there are 
no 12 membered monocyclic hetero rings with 3 heteroatoms. 

Therefore, one of ordinary skill in the art would not readily understand how to 
make the entire scope of R2 as currently claimed. As mentioned in the prior office 
action and in the interview of 1/16/08, the scope of R2 supported by the original 
disclosure includes phenylamino and possibly more depending on the problems one of 
ordinary skill in the art might encounter with the disclosed methods of making the 
compounds as discussed above. Therefore, one of ordinary skill in the art would not 
appreciate that applicants possessed the entire scope of the claims. 
7. Claim 13 is rejected under 35 U.S.C. 112, first paragraph, because the 
specification does not reasonably provide enablement for "isomers" or "carriers" 
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thereof. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention 
commensurate in scope with these claims. 

In In re Wands , 8 USPQ2d 1400 (1988), factors to be considered in determining 
whether a disclosure meets the enablement requirement of 35 U.S.C. § 1 12, first 
paragraph, have been described. They are: 

1 . The nature of the invention, 

2. The state of the prior art, 

3. The predictability or lack thereof in the art, 

4. The amount of direction or guidance present, 

5. The presence or absence of working examples, 

6. The breadth of the claims, 

7. The quantity of experimentation needed, and 

8. The level of the skill in the art. 



The nature of the invention 

The nature of the invention is compounds of Formula Ig and isomers or carriers thereof. 

The state of the prior art and the predictability or lack thereof in the art 

The state of the prior art is that an isomer is any compound having the same 
composition, including constitutional isomers, which are compounds whose atoms are 
connected differently and stereoisomers. Constitutional isomers can contain different 
functional groups in varying positions. Carriers thereof has many meanings to one of 
ordinary skill in the art and could encompass prodrugs, etc. 



The amount of direction or guidance present and the presence or absence of 
working examples 

The only direction or guidance present in the instant specification is for the compounds 
of Formual I. There is no direction or guidance at to what type of isomers or carriers are 
included in the claims. 

There is no data present in the instant specification for the preparation of any type of 
isomer, such as constitutional isomers or any prodrug forms. 
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The breadth of the claims 

The instant breadth of the rejected claims is broader than the disclosure, specifically, 
the instant claims include any isomer, i.e. any compound with the same number of each 
atom or prodrug (having a cleavable group to yield the active drug in vivo). 

The quantity or experimentation needed and the level of skill in the art 

While the level of the skill in the pharmaceutical arts is high, it would require undue 
experimentation of one of ordinary skill in the art to prepare any isomer as instantly 
claimed since an isomer of the compounds need only have the same composition of 
atoms, not necessarily the same order of atoms and can have varying functional groups 
in varying positions. Therefore, the claims lack enablement for isomers. In addition, it is 
not clear how one of ordinary skill in the art would modify Formula Ig to arrive at a 
"carrier" or prodrug form of the compound and finding such a form would require undue 
experimentation. Therefore, the claim" lack enablement for "carriers". 

This rejection can be overcome by deleting all instances of "isomers" and "carriers". 



Objections 

Claims 22 is objected to for being dependent on a rejected base claim. 

Conclusion 
The claims are not in condition for allowance. 

Correspondence 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ROBERT HAVLIN whose telephone number is 
(571)272-9066. The examiner can normally be reached on Mon. - Fri., 7:30am-5pm 
EST. 

If attempts to reach the examiner by telephone are unsuccessful the examiner's 
supervisor, Joe McKane can be reached at (571) 272-0699. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Robert Havlin/ 
Examiner, Art Unit 1626 



/Rebecca L Anderson/ 
Primary Examiner, Art Unit 1626 



